REVIEWER
Manuel Martínez-Sellés H. Gregorio Marañón, Madrid REVIEW RETURNED 21-Mar-2017
GENERAL COMMENTS
The authors study symptoms and self-reported health of patients conservatively treated for aortic stenosis to identify factors associated with treatment decision and patient outcomes. Most results could be expected, as "the symptom most frequently experienced was dyspnoea" although some are unexpected, as "symptom status did not correlate with haemodynamic severity". The results are well presented although the discussion is too general. In my opinion the authors should focus in previous studies performed in patients with severe AS treated conservatively. Data already presented in the previous publication of this series should not be repeated. Figure 1 should start with the Sudy cohort (N=136). Figure 2 . Perhaps C should be changed to "dizziness/syncope"
REVIEWER

Philippe Genereux
Gagnon Cardiovascular Institute, Morristown Medical Center, New Jersey, United States REVIEW RETURNED 24-Mar-2017
GENERAL COMMENTS
Very interesting manuscript. Very well written. Needed and novel.
That being said, the low number of patients, especially within subgroups (symptomatic vs. Asymptomatic) analysis, make the conclusion and the magnitude of finding less likely to be definitive.
The discussion should be decrease in length and more focus on the findings of the current manuscript.
REVIEWER
Lionel Tastet
Quebec Heart and Lung Institute, Quebec, Canada REVIEW RETURNED 29-Mar-2017
GENERAL COMMENTS
The present study aimed to assess the self-reported health status of patients with moderate to severe aortic valve stenosis (AS) and conservative medical treatment. Patients were asked to report their health status through a comprehensive postal questionnaire. The authors found that patients with symptomatic AS have lower physical and mental health status as compared to those with asymptomatic AS.
Nevertheless, although the authors used well-known questionnaires to assess physical and health status of patients, as well as provided reliable interpretation for the findings of this study, there are several comments to address.
Main comments: -Regarding the main findings of this paper, the study population was presented according to symptom status (i.e. symptomatic versus asymptomatic). However, it is unclear to me if the symptomatic versus asymptomatic status was concluded from the results of all questionnaires or otherwise. The authors should clearly defined in the Methods section when and how the symptomatic versus asymptomatic status was determine.
-If the symptom status was determine using the questionnaires, it makes sense that the symptomatic AS patients were more likely to report worst physical as well as mental health because some questionnaires could as well take into account the symptom status. It is important to known if the symptom status was defined independently of the questionnaires used. If not, it seems like we are walking on feet… -In regard of the asymptomatic patients, and due to the retrospective design of this study, there is another limitation. The symptom, physical and mental health was only assessed once a time. For example, in the subgroup of asymptomatic patients with severe AS, we don"t known if and when those patients developed symptoms and thus a class I of indication for AVR. It would be interesting to repeatedly assess the "global" health status of these patients before a potential intervention.
-Interestingly, the authors found that the severity of AS did not differ according to symptom status. However, before making any conclusions regarding the absence of impact of AS severity, it would also be important to account for the presence of moderate and moderate-to-severe aortic regurgitation (AR), which were more prevalent in the asymptomatic patients. Significant AR may increase the transvalvular flow rate and "falsely" increase mean gradient, thus asymptomatic patients could be in fact less severe regarding the hemodynamic severity of AS. The authors should compare the AS severity between asymptomatic and symptomatic patients after exclusion of patients with significant AR. Minor comments: -In the Table 1 , there are only 20% of patients with severe AS despite a V-max mean of 3.9 m/s. How is it possible? Moreover the proportion of moderate and severe AS are somewhat strange… -In the Methods section, there is no mention for the method which was used to assess the degree of severity of AR.
-In the Results, the section regarding the «Eighteen months followup» is somewhat confusing and could be improved to facilitate the reading and understanding of the results. This is an interesting study evaluating self-reported health status of patients conservatively treated for hemodynamically significant aortic stenosis (AS). The study demonstrated poor physical and mental status of symptomatic patients treated conservatively, with improvements after invasive AS treatment. Very important is that authors have made good cut-off for delineating asymptomatic vs symptomatic pts according to their self-assessment, which enable that patient whit mild dyspnea or self-assessed NYHA II class has not been considered as symptomatic patient (as this might be questioned due to the sedentary life style or advanced age…).
VERSION 1 -AUTHOR RESPONSE
Although study have several significant limitations, they have been recognized by the authors.
I have several comments for authors. 1) From 31 asymptomatic patient actually how many patients remained asymptomatic after 18m f-up? Reply: The data on symptoms were collected by self-report from the patients once. Some additional information regarding symptoms was found in patients charts in those who were admitted to the hospital during the following eighteen months. For those not admitted to the hospital we do not have this information. We cannot actually say how many of them remained asymptomatic, but can only speculate that they had been referred for TAVI or AVR if they became symptomatic.
Please explain what was the rationale for TAVI in initially asymptomatic AS patient? Reply: As described on page 12, they developed symptoms, mainly dyspnea before TAVI. Please clarify whether one or two patients underwent TAVI. Reply: Two of the initial asymptomatic patients underwent TAVI (page 12)
2) Last paragraph on page 11; I suppose it should be asymptomatic instead of symptomatic… Reply: It was 31 patients with symptomatic, severe AS that at the end of the study still were conservatively treated. The sentence has been revised, to clarify: After 18 months, of the 81 patients with symptomatic severe AS at baseline, 31had still not undergone surgical treatment..
In figure 1 , 7 initially asymptomatic patients were treated with AVR/TAVI, while in text 6 patients have been treated. Which is correct? Reply: There were in total 7 treated with AVR/TAVI; 5 treated with AVR, and two with TAVI. One of the AVR patients died before 18 months. The analyses have been repeated, and the figures recalculated, and some errors have been discovered. This has been corrected in the text and in figure 1.
3) The percentages in The authors study symptoms and self-reported health of patients conservatively treated for aortic stenosis to identify factors associated with treatment decision and patient outcomes. Most results could be expected, as "the symptom most frequently experienced was dyspnoea" although some are unexpected, as "symptom status did not correlate with haemodynamic severity".
The results are well presented although the discussion is too general.
In my opinion the authors should focus in previous studies performed in patients with severe AS treated conservatively. Data already presented in the previous publication of this series should not be repeated.
Reply: Thank you for this comment. The discussion section has been revised. That being said, the low number of patients, especially within sub-groups (symptomatic vs. Asymptomatic) analysis, make the conclusion and the magnitude of finding less likely to be definitive.
The discussion should be decrease in length and more focus on the findings of the current manuscript. Reply: Thank you for valuable comments. The discussion section has been shortened.
Reviewer: 4 Reviewer Name: Lionel Tastet Institution and Country: Quebec Heart and Lung Institute, Quebec, Canada Please state any competing interests: None declared Please leave your comments for the authors below
Main comments: -Regarding the main findings of this paper, the study population was presented according to symptom status (i.e. symptomatic versus asymptomatic). However, it is unclear to me if the symptomatic versus asymptomatic status was concluded from the results of all questionnaires or otherwise.
The authors should clearly defined in the Methods section when and how the symptomatic versus asymptomatic status was determine.
-If the symptom status was determine using the questionnaires, it makes sense that the symptomatic AS patients were more likely to report worst physical as well as mental health because some questionnaires could as well take into account the symptom status. It is important to known if the symptom status was defined independently of the questionnaires used. If not, it seems like we are walking on feet… Reply: The symptomatic versus asymptomatic status was concluded from the results of patients" selfreport in the questionnaires. Symptoms of angina were obtained using a single question: "Have you had chest pain (yes/no)?" One question from the MLHFQ was used to determine the proportion of patients with dyspnoea: "Did your heart failure prevent you from living as you wanted during the last month by making you short of breath?" Possible answers ranged from 0 (no impact) to 5 (severe impact). Response values of ≥ 2 were categorised as symptomatic. Dizziness/syncope was assessed by the question: "How much has dizziness/syncope influenced your daily activities the last four weeks?" Possible responses were: 1(not at all), 2 (a little), 3 (some), 4 (much), and 5 (very much).
Response values of 3-5 were categorised as symptomatic. The SF-12, MLHFQ and HADS were used to define patients" health status. More details can be found in the method section (p7).
-In regard of the asymptomatic patients, and due to the retrospective design of this study, there is another limitation. The symptom, physical and mental health was only assessed once a time. For example, in the subgroup of asymptomatic patients with severe AS, we don"t known if and when those patients developed symptoms and thus a class I of indication for AVR. It would be interesting to repeatedly assess the "global" health status of these patients before a potential intervention. Reply: Yes, we agree that this would have been interesting. Unfortunately, we do not have these data.
-Interestingly, the authors found that the severity of AS did not differ according to symptom status. However, before making any conclusions regarding the absence of impact of AS severity, it would also be important to account for the presence of moderate and moderate-to-severe aortic regurgitation (AR), which were more prevalent in the asymptomatic patients. Significant AR may increase the transvalvular flow rate and "falsely" increase mean gradient, thus asymptomatic patients could be in fact less severe regarding the hemodynamic severity of AS. The authors should compare the AS severity between asymptomatic and symptomatic patients after exclusion of patients with significant AR. Reply: All patients had AS as the main diagnosis, whereas AS was combined with mild aortic insufficiency in 40 patients, moderate in 20 patients and moderate to severe in two patients due to the stiffness of the sclerotic aortic valve. It is likely that only the two patients with grade III AI had a significantly volume overloaded ventricle, but removal of these two patients would not change the overall picture of the results and we propose they remain in the material as AS was the main diagnosis.
-I do not see the point of the KM curves (Figure 4 Minor comments: -In the Table 1 , there are only 20% of patients with severe AS despite a V-max mean of 3.9 m/s. How is it possible? Moreover the proportion of moderate and severe AS are somewhat strange… Reply: The V-max mean of 3.9 is the mean of the asymptomatic patients. They have both moderate and severe AS. 20% of patients with severe AS were asymptomatic.
-In the Methods section, there is no mention for the method which was used to assess the degree of severity of AR.
Reply: The degree of the severity of AR was assessed by Doppler echocardiography on the last hospital visit before the survey. This has been added in the method section.
-In the Results, the section regarding the «Eighteen months follow-up» is somewhat confusing and could be improved to facilitate the reading and understanding of the results. Reply: Thank you. The section has been modified.
